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CLAIMS 

1- An isolated polypeptide comprising -an amino 

acid sequence chosen from the sequence/ SEQ ID No. 2 or 
SEQ ID No. 4, a sequence derived frorn or homologous to 
said sequence SEQ' ID No. 2 or SBQ ID No. 4, and a 
biologically active - fragment of ^a.id sequence SEQ ID 
No. 2 or SEQ ID No. 4^ said iso/ated polypeptide being 
referred to as "NEP II". 

2. ' - An i~solated' nuclide- acid comprising a 
nucleotide sequence choserr from the sequence SEQ ID 
No. 1 "or SEQ ID No. 3 r/ a sequence ■ derived from or 
homologous to said sequence SEQ ID No. 1 or SEQ ID 
No. 3^ 'and the compleinentary sequences . thereof . 

3. An oligp-i^ucleotide probe which ^ hybridizes 
specifically -wtrh a nucleotide sequence as claimed in 
claim 2, saiA probe having a nucleotide " sequence chosen 
from the ^^quences SEQ ID No. 5 to SEQ ID No. 27.. 

4. A cloning and/or expression vector containing a 
nucleotide sequence as claimed in claim 2 . 

-.5 ... A :.host — ceil transf ected- with - a-^ - vectoo^ as- 
claimed in claim 4..' 

6. .Mono- or -"polyclonal" antibodies or their 
fragments, chimeri/c antibodies or immunocon j ugateis, 
characterized that they -are obtained .using . a 
.polypeptide as^ claimed in claim 1 administered ..to an 
animal, and/are capable of recognizing specifically a 
polypeptid-e as claimed in claim 1 . ' 

7. -. A method for immunologically detecting^ NEP II 
in a cell or tissue sample or in cells ' or a tissue, 

-comprising the steps consisting in : . 

- bringing said cell" or tissue sample, said 
cells or said tissue into contact with a detectable 
antibody as claimed .in claim .6; 

■ - detecting the --'presence of said antibody, 
which is an indication .of the presence of the NEP II 
polypeptide. - ■ 



8. A method for ' detecting the expression of the 

NEP II po'lypeptide in' a cell or tissue . sample or in 
cells or a tissue, by in situ hybridization, comprising 
the steps consisting in: 

- preparing the RNA of said sample or of said 
cells or of said tissue; 

- bringing said RNA obtained into " contact with 
at least one probe having a nucleotide sequence which 
is ■ capable of hybridizing specifically .with a 
nucleotide' sequence as claimed in claim 2, said probe 
possibly being in particular an oligonucleotide probe 
as claimed in claim 3; 

- detecting, the .presence of mRNA hybridizing 
with said probe, which indicates the expression of the 
■NEP II polypeptide. 

" 9 .""'^..^^^^^ A method for identifying compounds .which are 
substrat>s.....^^r the NEP II polypeptide as claimed in 
claim 1, in wI^1^ejl said compounds, optionally labeled, 
are brought into conts<;:t with the NEP II polypeptide, 
and the cleavage of said corfTp^uoTKis by • NEP II, which is 
an indication of the metalloproteasfe-^^ctivity of NEP II 

-toward said substrate compoundsv is eva-iua^E^-d;;^ '~ " ' - 

10. A method for detecting ..the - metalloprotea^se 

activity of ■ NEP II in a cell or tissue sample or in 
cells or a tissue, comprising the steps consisting in: 

- bringing said cell or tissue sampl.e, said 
cells or said tissue into contact with a compound which 
•is -a substrate for the NEP II polypeptide, obtained 
according to the method of claim 9, said substrate 
compound being optionally labeled; 

- evaluating the cleavage of said substrate 
compound, which is an indication of the metalloprotease 
activity of NEP II. 

11 • A method for screening compounds which are 

capable of inhibiting t^e metalloprotease activity' of. 
the NEP II polypeptijSe a's "claLim^d in claim 1, in which 
said compounds a<fe * brought " into contact with said 
NEP II polypep^de and the degree of inhibition of the 
metalloprotease activity of NEP 11 is evaluated. 



lZ>s^^ A method for ' detecting NEP II in a cell or 
tissue^^^mple or in cells or a tissue, comprising -the 
steps consrB,:^ng in: 

- briri^4:^g said cell or tissue sample, said 
cells or said tissKe into contact with a compound which 
is a .substrate for^^e NEP II polypeptide, obtained 
according to the method^a^ claim 9, or with a compound 
which is .an inhibitor of the metalloprotease activity 
of NEP II, obtained according iso the screening method 
of claim- 11, said substrate c6mpouh<uOr said inhibitor 
compound being labeled; ■ 

detecting -the presence of sai^ substrate 
compound or of said inhibitor compound, whrbh is an 
indication of the presence of the NEP II polypepti^. 

13. ""^^^^-.-^The use of the NEP II polypeptide as claimed in 
claim 1 f or*"->ej;eening compounds which are inhibitors of 
the metalloproteas>--^^ivity of NEP II, and which are 
useful for manuf acturing""^--a.medicina product intended 
for treating disorders' iTftvo^ing the ■ .peptide 
transmissions in which NEP II parti ci^^-t^s. 

14. T^r&--4ase as claimed . in claim 13, in which said 
■disorde-rs ■•ar^e'^^^'^-s^^c^hose from - eardiovasc'i^lar^ -and 

neurodegenerative d3^s^ses, growth - disorders ^of 
endocrine origin, disturb«4;ices of the hypothalamo- 
hypophysial axis and endocrine c^sgj^itions . 



